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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention provides quinazolines (shown as I; variables defined 
below; e.g. II and III) for modulating receptor tyrosine kinase activity, 
particularly ephrin and EGFR, and methods of treating diseases mediated by 
receptor kinase activity using the compds . and pharmaceutical compns . 
thereof. Diseases mediated by receptor kinase activity include, but are 
not limited to, diseases characterized in part by abnormal levels of cell 
proliferation (i.e. tumor growth), programmed cell death (apoptosis), cell 
migration and invasion and angiogenesis associated with tumor growth. 
Compds. of the invention include 'spectrum selective 1 kinase modulators, 
compds. that inhibit, regulate and/or modulate signal transduction across 
subfamilies of receptor-type tyrosine kinases, including ephrin and EGFR. 
Inhibitory activities for >200 examples of I are tabulated for some or all 
of EphB4, EphA2, KDR, Flt-1, EGFR and ErbB2 kinases. Although the methods 
of preparation are not claimed, 37 example prepns . are included. For example, 
1,4:3, 6-dianhydro-2-0- [ 4- [ ( 3-chloro-2-methylphenyl ) amino] -6- 

(methyloxy) quinazolin-7-yl] -5-O-methyl-L-iditol hydrochloride was prepared 
in 2 steps (94, 51 % yields, resp.) starting with mesylation of 
1, 4 : 3, 6-dianhydro-2-0-methyl-D-glucitol followed by ether formation of the 
intermediate 1,4:3, 6-dianhydro-2-0-methyl-5-0- (methylsulf onyl ) -D-glucitol 
with 4-[ (3, 4-dichlorophenyl ) amino] -6- (methyloxy) quinazolin-7-ol; the 
quinazolinol was prepared in 64 % yield from 4-chloro-6- (methyloxy ) -7- 

[ (phenylmethyl ) oxy] quinazoline hydrochloride and 3 , 4-dichloroaniline . For 
I: Rl is C1-C3 (un) substituted alkyl; R2 = H, halogen, trihalomethyl, CN, 
NH2, N02, OR3, N(R3)R4, S(O)0-2R4, S02N(R3)R4, C02R3, C(0)N(R3)R4, 
N(R3)S02R4, N(R3)C(0)R3, N(R3)C02R4, C(0)R3, (un) substituted lower alkyl, 

(un) substituted lower alkenyl, and (un) substituted lower alkynyl; R3 is H 
or R4; R4 = (un) substituted lower alkyl, (un) substituted aryl, 

(un) substituted lower arylalkyl, (un) substituted heterocyclyl , and 

(un) substituted lower heterocyclylalkyl ; or R3 and R4, when taken together 
with a common N to which they are attached, form an (un) substituted 
5-7-membered heterocyclyl, said (un) substituted five-to seven-membered 
heterocyclyl optionally containing at least one addnl . heteroatom = N, 0, S, 
and P. Q is 0-5; Z - OCH2, O, S (0)0-2, N(R5)CH2, and NR5; R5 is -H or 

(un) substituted lower alkyl; Ml is H, (un) substituted C1-C8 alkyl-L2-Ll, 
G(CH2)0-3, or R53 (R54 ) N (CH2) 0-3; wherein G is a saturated 5-7-membered 
heterocyclyl containing 1-2 annular heteroatoms; LI is C:0 or S02 ; L2 is a 
direct bond, O, or NH; M2 is a saturated or mono- or polyunsatd. C3-C14 mono- 



09/938,235 

or fused-polycyclic hydrocarbyl optionally containing 1-3 annular heteroatoms 
per ring; M3 is NR9, O, or absent; M4 is CH2, CH2CH2 , CH2CH2CH2, or 
absent; addnl . details are given in the claims. 
IT 650582-58-4P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of quinazolines as ephrin and EGFR receptor 
kinase modulators for treating cancer and other disorders) 
RN 650582-58-4 CAPLUS 

CN 2-Morpholinone, 6- [ [ [ 4- [ ( 3 , 4-dichlorophenyl ) amino] -6-methoxy-7- 
quinazolinyl]oxy]methyl]-3,3, 4-trimethyl- (9CI) (CA INDEX NAME) 
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MARPAT 140:99649 



The invention relates to novel pharmaceutical compns, comprising novel 
anticholinergic agents and EGFR-kinase inhibitors, method for production and 
use thereof in the treatment of respiratory diseases. The synthesis of 
several EGFR-kinase inhibitors is given. Thus an inhalation capsule 
contained (microgram/ capsule) : 2 , 2-Diphenylpropionic acid scopine ester 
methobromide 60; EGFR kinase inhibitor 3500; lactose > 3440 . 
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(pharmaceutical compns. for treatment of respiratory tract diseases 
comprising anticholinergic agents and inhibitors of EGFR-kinase) 
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CN 2-Butenamide, N-[4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclop ropylmethoxy) - 
6-quinazolinyl] -4- [ (2R) -2- (methoxymethyl ) -6-oxo-4-morpholinyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [3- ( 2 , 2-dimethyl-6- 
oxo-4-morpholinyl)propoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 
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RN 402724-11-2 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [2- [ (2S) -2-methyl-6- 
oxo-4-morpholinyl] ethoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 402724-17-8 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [4- [ (2R) -2-methyl-6- 
oxo-4-morpholinyl]butoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB The invention relates to novel medicinal compns . on the basis of 

anticholinergic agents and EGFR kinase inhibitors, methods for their 
production and their use for treating respiratory diseases. Thus a series 
quinazoline derivs . were synthesized that were EGFR kinase inhibitors. A 
typical inhalation powder contained (u.g/capsule) : tiotropium bromide 
10.8; EGFR kinase inhibitor 3500; lactose 3489.2. 

IT 402569-98-6P 402724-01-OP 402724-05-4P 
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402724-09-8P 402724-18-9P 402734-65-0P 
402735-03-9P 402855-52-1P 402855-53-2P 
402855-58-7P 

RL: PRP (Properties); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(inhalants containing anticholinergic agents and EGFR kinase inhibitors) 
RN 402569-98-6 CAPLUS 

CN 2-Butenamide, N- [4- [ (3-chloro-4-fluorophenyl) amino] -7- ( cyclopropylmethoxy) - 
6-quinazolinyl] -4- [ (2R) -2- (methoxymethyl ) -6-oxo-4-morpholinyl ] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 
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RN 402724-01-0 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [3- (2, 2-dimethyl-6- 
oxo-4-morpholinyl)propoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 




H2C=CH- C-NH 
0 
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MARPAT 139:159940 

The invention discloses the use of quinazoline derivs . (Markush included), 
or the compds. (1) 4- [ ( 3-chloro-4-f luorphenyl ) amino] -6- [ ( 4- 
dimethylaminocyclohexyl ) amino ] pyrimido [ 5 , 4-d] pyrimidine ; ( 2 ) 
4- [ (R) - (1-phenylethyl) amino] -6- ( 4-hydroxyphenyl) -7H-pyrrolo [ 2 , 3- 
d] pyrimidine; (3) 4- [ (3-Chloro-4- ( 3-f luoro-4-benzyloxy) phenyl) amino] -6- [5- 
( ( (2-methansulfonylethyl) amino) methyl) -furan-2-yl] quinazoline; or the 
antibody cetuximab C225, trastuzumab, ABX-EGF, Mab ICR-62 and EGFR 
antisense, their tautomers, their stereoisomers and their salts, in 
particular their physiol, compatible salts with inorg. or organic acids or 
bases, for the production of a medication for prevention or treatment of 
diseases of the respiratory system or the lung. Preparation of quinazoline 
compds., is included. 

402724-01-OP 402724-11-2P 402724-18-9P 
402724-19-0P 402734-65-0P 402735-03-9P 
402855-52-1P 402855-58-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(tyrosine kinase inhibitors for treatment of pulmonary inflammatory 
conditions ) 
402724-01-0 CAPLUS 

2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [3- ( 2 , 2-dimethyl-6- 
oxo-4-morpholinyl)propoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 
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RN 402724-11-2 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [2- [ (2S) -2-methyl-6- 
oxo-4-morpholinyl] ethoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [4- [ (2S) -2-methyl-6- 
oxo-4-morpholinyl]butoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(tyrosine kinase inhibitors for treatment of pulmonary inflammatory 

conditions) 
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2-Morpholinone, 4- [3- [ [6-amino-4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 
quinazolinyl] oxy] propyl] -6, 6-dimethyl- (9CI) (CA INDEX NAME) 
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PRIORITY APPLN. INFO.: DE 2000-10042062 A 20000826 

US 2000-230542P P 20000905 

WO 2001-EP9536 W 20010818 

OTHER SOURCE(S): MARPAT 136:216762 

GI 



NRlR2 




AB Title compels. [I; X = N, (substituted) methynyl; Rl = H, Me; R2 = 

(substituted) Ph, PhCH2, 1-phenylethyl ; R3 = H, Me; A = (substituted) 
vinyl, ethynyl, 1, 3-butadien-l , 4-yl ; B = (substituted) alkenyl, 
alkenylcarbonyl, etc. ; C = (substituted) 2-oxomorpholin-4-yl, etc; D = 
oxyalkenyl, 0; E = (substituted) amino, alkenylimino, imidazolyl, 
cycloalkyl; or DE = H, (substituted) alkoxy, etc.], were prepared Thus, 
4- [ (3-chloro-4-fluorophenyl) amino] -6- [ (4- [N- ( ethoxycarbonylmethyl ) -N- ( (R) - 
2-hydroxy-3-methoxypropyl) amino] -l-oxo-2-buten-l-yl ) amino] -7- 
cyclopropylmethoxyquinazoline (preparation given) and MeS020H in MeCN were 
stirred for 4 h under reflux to give 69% 4- [ ( 3-chloro-4- 

f luorophenyl) amino] -6- [ (4- [ (R) -2-methoxymethyl-6-oxomorpholin-4-yl] -1-oxo- 
2-buten-l-yl ) amino] -7-cyclopropylmethoxyquinazoline . The latter inhibited 
epidermal growth factor (EGF) -dependent proliferation of F/L-HERc cells 
with IC50 = 2 nM. The invention relates to the use of the title compds . 
for treating tumor diseases, and lung and respiratory tract disorders. 
IT 402569-98-6P 402570-00-7P 402570-01-8P 

RL: PAC (Pharmacological activity); SPN ( Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of ( amino) (heterocyclylcarbonylamino) quinazolines as epidermal 
growth factor receptor signal transduction inhibitors) 
RN 402569-98-6 CAPLUS 

CN 2-Butenamide, N- [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] -4- [ (2R) -2- (methoxymethyl ) -6-oxo-4-morpholinyl] - (9CI) (CA 
INDEX NAME) 



09/938,235 



Absolute stereochemistry. 
Double bond geometry unknown. 
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CI 



RN 402570-00-7 CAPLUS 

CN - 2-Butenamide, N- [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) - 
6-quinazolinyl] -4- [ (2S) -2- (methoxymethyl ) -6-oxo-4-morpholinyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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CI 



RN 402570-01-8 CAPLUS 

CN 2-Butenamide, N- [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) - 
6-quinazolinyl] -4- [2- ( 2-methoxyethyl ) -6-oxo-4-morpholinyl] - (9CI) (CA 
INDEX NAME) 



09/938,235 
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NHCOCH^ CH2 



AB Title compds. [I; Rl = PhCH2, 1-phenylethyl, (substituted) Ph; R2 = 
N- ( 2-oxotetrahydrof uran-4-yl ) methyl amino, N ( CH2C02R3 ) 2 , ( substituted) 
R40COCH2NCH2CH20H, 2-oxomorpholin-4-yl ; R3 = H, Me, Et; R4 - H, alkyl; n = 
2-4], were prepared Thus, a mixture of CH2:CHC02H and Et3N was sjbirred for 1 h 
at -50° with CH2:CHC02C1 in THF followed by addition of 
6-amino-4- [ (3-chloro-4-fluorophenyl) amino] -7- [3- (2, 2-dimethyl-6- 
oxomorpholin-4-yl) propyloxy] quinazoline (preparation given) in THF at 
-55° and slowly heating up at 0° up to completely conversion 
to give 60% 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [ 3- (2, 2-dimethyl-6- 
oxomorpholin-4-yl ) propyloxy] -6- [ (vinylcarbonyl ) amino] quinazoline . One of 
the exemplified examples, 4- [ (R) -( 1-phenylethyl) amino] -7- [2- (2, 2-dimethyl- 
6-oxomorpholin-4-yl ) ethoxy] -6- [ (vinylcarbonyl) amino] quinazoline, inhibited 
epidermal growth factor (EGF) -dependent proliferation of F/L-HERc cells 
with IC50 = 0.4 nM. The invention relates to the use of the title compds. 
for treating tumor diseases, and lung and respiratory tract disorders. 

IT 402724-01-OP 402724-02-1P 402724-05-4P 
402724-09-8P 402724-10-1P 402724-11-2P 
402724-12-3P 402724-14-5P 402724-16-7P 
402724-17-8P 402724-18-9P 402724-19-0P 
402724-21-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of ( amino) ( vinylcarbonylamino) quinazolines as epidermal growth 
factor receptor signal transduction inhibitors) 
RN 402724-01-0 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [3- (2 , 2-dimethyl-6- 
oxo-4-morpholinyl)propoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 



09/938,235 





H2C=CH- C- NH 
O 

RN 402724-02-1 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [2- (2 , 2-dimethyl-6 
oxo-4-morpholinyl) ethoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 




N CH2-CH2-O 

H2C=CH-C-NH 
O 




RN 402724-05-4 CAPLUS 

CN 2-Propenamicie, N- [4- [ (3-chloro-4-f luorophenyl ) amino] -7- [3- [ (2S) -2-methyl- 
oxo-4-morpholinyl] propoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 402724-09-8 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [3- [ (2R) -2-methyl 
oxo-4-morpholinyl]propoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 
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CI 



RN 402724-10-1 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [2- [ (2R) -2-methyl 
oxo-4-morpholinyl] ethoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 402724-11-2 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [2- [ (2S) -2-methyl-6- 
oxo-4-morpholinyl] ethoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 402724-12-3 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [4- [ (3S) -3-methyl-2- 
oxo-4-morpholinyl]butoxy] -6-quinazolinyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 402724-14-5 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro- 4- f luorophenyl) amino] -7- [3- (5, 5-dimethyl-2 
oxo-4-morpholinyl)propoxy] -6-quinazolinyl]- (9CI) (CA INDEX NAME) 



Me Me 




RN 402724-16-7 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl) amino] -7- [4- (5, 5-dimethyl-2 
oxo-4-morpholinyl)butoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 



Me Me 




RN 402724-17-8 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-fluorophenyl ) amino] -7- [4- [ (2R) -2-methyl- 
oxo-4-morpholinyl]butoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Me 




CN 2-Propenamide, N- [4- [ (3-chloro-4-f luorophenyl) amino] -7- [4- [ (2S) -2 -methyl- 6- 
oxo-4-morpholinyl]butoxy]-6-quinazolinyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




I F 
CI 



RN 402724-19-0 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [4- ( 2 , 2-dimethyl-6- 
oxo-4-morpholinyl)butoxy] -6-quinazolinyl] - (9CI) (CA INDEX NAME) 



09/938,235 




H?C=CH- C-NH 

II 

O 



RN 402724-21-4 CAPLUS 

CN 2-Propenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [2- ( 5, 5-dimethyl-2- 
oxo-4-morpholinyl)ethoxy]-6-quinazolinyl]- (9CI) (CA INDEX NAME) 



Me Me 
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RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of (amino) ( vinylcarbonylamino) quinazolines as epidermal growth 
factor receptor signal transduction inhibitors) 
RN 402723-54-0 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [6-amino-4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 
quinazolinyl] oxy] propyl] -6, 6-dimethyl- (9CI) (CA INDEX NAME) 



09/938,235 
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RN 402723-55-1 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ ( 3-chloro-4'-f luorophenyl ) amino] - 6-nitro 
quinazolinyl] oxy] propyl] -6, 6-dimethyl- (9CI) (CA INDEX NAME) 




F 



RN 402723-56-2 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [ 6-amino-4- [ ( 3-chloro-4-f luorophenyl) amino] 
quinazolinyl] oxy] ethyl] -6, 6-dimethyl- (9CI) (CA INDEX NAME) 




F 



RN 402723-58-4 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [6-amino-4- [ ( 3-chloro-4-f luorophenyl ) amino] 
quinazolinyl] oxy] propyl] -6-methyl-, (6S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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CI 



RN 402723-99-3 CAPLUS 

CN 2-Morpholinone, 4- [ 4- [ [ 6-amino-4- [ (3-chloro-4-f luorophenyl ) amino] -7- 
quinazolinyl]oxy]butyl]-6,6-dimethyl- (9CI) (CA INDEX NAME) 
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AB Title compels. [I; Rl = PhCH2, 1-phenylethyl, (substituted) Ph; R2 - 

N-[ (l,3-dioxolan-2-yl) methyl] me thylamino, (substituted) R40COCH2NCH2CH20H, 
2-oxomorpholin-4-yl; R4 = H, alkyl; R3 = H, (alkoxy) alkoxy, 
cycloalkylalkoxy, tetrahydrof uran-3-yloxy, tetrahydropyran-3-yloxy, 
tetrahydropyran-4-yloxy, tetrahydrof uranylmethoxy, 

tetrahydropyranylmethoxy; n = 1-3] , were prepared Thus, a mixture of 
6-amino-4- [ ( 3-chloro-4-f luorophenyl) amino] -7-cyclopropylmethoxyquinazoline 
(preparation given) and disopropylethylamine in THF was dropwise treated under 
ice-cooling with BrCH2CH: CHC02C1 (preparation given) in CH2C12 followed by 
stirring for 1 h under ice-cooling and for 2 h at room temperature and 
addition of 

(S) - (2-hydroxypropylamino) acetic acid tert-Bu ester in CH2C12 to give 
after stirring over night at room temperature and stirring for 5 h at 60° 
64% 4- [ (3-chloro-4-fluorophenyl) amino] -6- [ (4- [N- (tert- 

butyloxycarbonylmethyl) -N- ( (S) -2-hydroxyprop-l-yl) amino] -l-oxo-2-buten-l- 
yl) amino] -7-cyclopropylmethoxyquinazoline . Several I inhibited epidermal 
growth factor ( EGF) -dependent proliferation of F/L-HERc cells with IC50 = 
0.02-15 nM. The invention relates to the use of the title compds . for 
treating tumor diseases, and lung and respiratory tract disorders. 
IT 402855-53-2P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of (amino) ( vinylcarbonyl amino) quinazolines as epidermal growth 

factor receptor signal transduction inhibitors) 



09/938,235 



RN 402855-53-2 CAPLUS 

CN 2-Butenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl]-4-[ (2R) -2-methyl-6-oxo-4-morpholinyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




IT 402855-19-0P 402855-22-5P 402855-23-6P 
402855-25-8P 402855-29-2P 402855-32-7P 
402855-33-8P 402855-34-9P 402855-35-0P 
402855-38-3P 402855-47-4P 402855-48-5P 
402855-52-1P 402855-54-3P 402855-55-4P 
402855-56-5P 402855-57-6P 402855-58-7P 
402855-59-8P 402855-60-1P 402855-62-3P 
402855-63-4P 402855-64-5P 402855-66-7P 
402855-67-8P 402855-70-3P 402855-71-4P 
402855-72-5P 402855-73-6P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of (amino) ( vinylcarbonyl amino) quinazolines as epidermal growth 
factor receptor signal transduction inhibitors) 
RN 402855-19-0 CAPLUS 

CN 2-Butenamide, N-[4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- ( 2-methoxyethoxy ) -6- 
quinazolinyl]-4- (5, 5-dimethyl-2-oxo-4-morpholinyl) - (9CI) (CA INDEX NAME) 



O 




F 



09/938,235 




Ht^L Ph 



RN 402855-73-6 CAPLUS 

CN 2-Butenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [ ( tetrahydro-2H- 

pyran-4-yl)methoxy] -6-quinazolinyl] -4- [ (2S ) -2-methyl-6-oxo-4-morpholinyl] ■ 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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AB Title compds. [I; X = N, (substituted) methynyl; Rl = H, Me; R2 = 

(substituted) Ph, PhCH2, 1-phenylethyl ; R3, R4 = AB, CD; A = (oxy ) alkenyl, 
O; B = (substituted) pyrrolidinyl , piperidinyl, hexahydroazepinyl, 
piperazinyl, 2-oxomorpholin-4-yl, etc.; C = oxyalkenyl, O; D = 
(substituted) amino, alkenylimino, imidazolyl, heterocycloalkyl , alkoxy, 
cycloalkoxy, cycloalkylalkoxy, tetrahydrof uran-3-yloxy, 
tetrahydropyran-3-yloxy, tetrahydropyran-4-yloxy, 

tetrahydrof uranylmethoxy, tetrahydropyranylmethoxy, etc.; or CD = H] , were 
prepared Thus, 4- [ ( 3-chloro-4-f luorophenyl ) amino] -6-cyclopentyloxy-7- [2- 
(piperazin-l-yl) ethoxy] quinazoline (preparation given) in MeCN was refluxed for 
4 h with K2C03, Nal, and (R) -5- [ (me thane sulf onyloxy) methyl ] -2- 

oxotetrahydrofuran followed by addition of (R) -5- [ (methanesulf onyloxy) methyl] - 
2-oxotetrahydrofuran and reflux for 15 h to give 47% 4- [ ( 3-chloro-4- 
fluorophenyl) amino] -6-cyclopentyloxy-7- [2- (4- [ (R) - (2-oxotetrahydrof uran-5- 
yl)methyl]piperazin-l-yl) ethoxy] quinazoline. Several I inhibited 
epidermal growth factor (EGF) -dependent proliferation of F/L-HERc cells 
' with IC50 = 4-67 nM. The invention relates to the use of the title 
compds. for treating tumor diseases, and lung and respiratory tract 
disorders. 
IT 402573-59-5P 402573-60-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of aminoquinazolines as epidermal growth factor receptor signal 
transduction inhibitors) 
RN 402573-59-5 CAPLUS 



09/938,235 



CN 2-Morpholinone, 4- [ 1- [2- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7-methoxy-6- 
quinazolinyl] oxy] ethyl] -4-piperidinyl] - (9CI) (CA INDEX NAME) 



O, 



0. 




MeO- 



N CH2-CH2-O- 




RN 402573-60-8 CAPLUS 

CN 2-Morpholinone, 4- [1- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [ [ (3R) - 

tetrahydro-3-furanyl] oxy] -6-quinazolinyl] oxy] ethyl] -4-piperidinyl] - ( 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title compds. [I; Rl = PhCH2, 1-phenylethyl, (substituted) Ph; R2, R3 = 
0(CH2)mR4, methoxy, cyclobutyloxy, cyclopentyloxy, cyclopropylmethoxy, 
cyclobutylmethoxy, cyclopentylmethoxy, tetrahydrof uran-3-yloxy, 
tetrahydropyran-3-yloxy, tetrahydropyran-4-yloxy, 
tetrahydrofuranylmethoxy, tetrahydropyranylmethoxy; R4 = 
N- (2-oxotetrahydrofuran-4-yl) methylamino, N- (2-oxotetrahydrofuran-4- 
yDethylamino, (substituted) 2-oxo-morpholin-4-yl, . R50COCH2NCH2CH20H; R5 - 
H, alkyl; m = 2-4] , were prepared Thus, 4- [ ( 3-bromophenyl ) amino] -6- [2- (N- 
[ ( tert-butyloxycarbonyl ) methyl] -N- ( ( S) -2-hydroxypropyl) amino) ethoxy] -7- 
methoxyquinazoline (preparation given) in MeCN was stirred under reflux with 
MeS020H for 3 h followed by addition of MeS020H up to completely conversion 
to give 85% 4- [ ( 3-bromophenyl ) amino] -6- [2- ( (S ) -6-methyl-2-oxomorpholin-4- 
yl) ethoxy] -7-methoxyquinoline. Tested I inhibited epidermal growth factor 
(EGF) -dependent proliferation of F/L-HERc cells with IC50 = 29-59 nM. The 
invention relates to the use of the title compds. for treating tumor 
diseases, and lung and respiratory tract disorders. 

IT 402734-57-0P 402734-58-1P 402734-59-2P 
402734-60-5P 402734-61-6P 402734-65-0P 
402734-67-2P 402734-68-3P 402734-69-4P 
402734-72-9P 402734-73-0P 402734-74-1P 
402734-75-2P 402734-76-3P 402734-77-4P 



09/938,235 



402734-79-6P 402734-80-9P 402734-82-1P 
402734-84-3P 402734-86-5P 402734-90-1P 
402734-92-3P 402734-94-5P 402734-95-6P 

402734- 97-8P 402734-99-0P 402735-01-7P 

402735- 02-8P 402735-03-9P 402735-06-2P 
402735-08-4P 402735-09-5P 402735-11-9P 
402735-13-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use);. BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of aminoquinazolines as epidermal growth factor receptor signal 
transduction inhibitors) 
RN 402734-57-0 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- 

(cyclopentylmethoxy) -7-quinazolinyl] oxy] ethyl] -6, 6-dimethyl- (9CI) (CA 
INDEX NAME) 




F 



RN 402734-58-1 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- 

(cyclopropylmethoxy) -7-quinazolinyl] oxy] ethyl] -6, 6-dimethyl- (9CI) (CA 
INDEX NAME) 




F 



RN 402734-59-2 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclobutyloxy) -6-quinazolinyl] oxy] propyl] -6, 6-dimethyl- ( 9CI ) (CA INDEX 
NAME) 



09/938,235 




RN 402734-60-5 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl ] oxy]propyl] -6, 6-dimethyl- (9CI) 
INDEX NAME) 




RN 402734-61-6 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ (3-chloro-4-fluorophenyl) amino] -7-methoxy- 
quinazolinyl]oxy] propyl] -6, 6-dimethyl- (9CI) (CA INDEX NAME) 




RN 402734-65-0 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-bromophenyl ) amino] -7-methoxy-6- 

quinazolinyl] oxy] ethyl] -6-methyl-, (6S)- (9CI) (CA INDEX NAME) 



09/938,235 

Absolute stereochemistry. 




RN 402734-67-2 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-bromophenyl ) amino] -7-methoxy-6- 

quinazolinyl] oxy] ethyl] -6-methyl-, (6R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 402734-68-3 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl) amino] -7-methoxy- 
quinazolinyl] oxy] ethyl] -6-methyl-, (6R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



09/938,235 



Me 




RN 402734-69-4 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ (3-chloro-4-f luorophenyl) amino] -7-methoxy-6- 
quinazolinyl]oxy] propyl] -6-methyl-, (6R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 402734-72-9 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ ( 3- chloro- 4- f luorophenyl) amino] -7- 

(cyclobutyloxy) -6-quinazolinyl] oxy] propyl] -6-methyl-, (6R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



09/938,235 




RN 402734-73-0 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclobutyloxy) -6-quinazolinyl] oxy] propyl ] -5, 5-dimethyl- (9CI) 
NAME) 



(CA INDEX 




RN 402734-74-1 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl] oxy] propyl] -6-methyl-, ( 6R) ■ 
(CA INDEX NAME) 



(9CI) 



Absolute stereochemistry. 




09/938,235 



RN 402734-75-2 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl] oxy] propyl] -6-methyl-, { 6S) - { 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 402734-76-3 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopentyloxy) -6-quinazolinyl] oxy] ethyl] -6-methyl-, (6S) - ( 9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




F 



CI 



RN 402734-77-4 CAPLUS 

CN 2-Morpholinone, 4- [2- [[ 4- [ (3-chloro-4-f luorophenyl) amino] -7- 

(cyclopentyloxy) -6-quinazolinyl] oxy] ethyl] -6-methyl-, (6R)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



09/938,235 




F 



CI 



RN 402734-79-6 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl] oxy] ethyl] -6-methyl-, (6S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




F 



CI 



RN 402734-80-9 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro~4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl] oxy] ethyl] -6-methyl-, (6R)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



09/938,235 




RN 402734-82-1 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- 

(cyclopropylmethoxy) -7-quinazolinyl] oxy] ethyl ] -6-methyl- , (6S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 402734-84-3 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- 

(cyclopropylmethoxy) -7-quinazolinyl] oxy] ethyl] -6-methyl-, (6R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




09/938,235 



RN 402734-86-5 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ (3-chloro-4-fluorophenyl ) amino] -6- 

(cyclopropylmethoxy) -7-quinazolinyl] oxy] propyl] -6-methyl-, (6R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Me 




F 



CI 



RN 402734-90-1 CAPLUS 

CN 2-Morpholinone, 4- [3- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- 

(cyclopropylmethoxy) -7-quinazolinyl] oxy] propyl] -6-methyl-, (6S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




F 



CI 



RN 402734-92-3 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopentyloxy) -6-quinazolinyl] oxy] ethyl] -6, 6-dimethyl- (9CI) (CA INDEX 
NAME) 



09/938,235 




RN 402734-94-5 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl) amino] -6- 

(cyclopentyloxy) -7-quinazolinyl] oxy] ethyl ]-6-methyl-, (6S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




F 



CI 



RN 402734-95-6 CAPLUS 

CN - 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- 

(cyclopentyloxy) -7-quinazolinyl] oxy] ethyl] -6-methyl-, (6R) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



09/938,235 



Me 




RN 402734-97-8 CAPLUS 

CN 2-Morpholinone, 4- [ 4- [ [4- [ (3-chloro-4-f luorophenyl ) amino] -7- 
(cyclopentyloxy) -6-quinazolinyl] oxy] butyl] -6-methyl- , ( 6S) - 
INDEX NAME) 



(9CI) 



(CA 



Absolute stereochemistry. 




CH 2 )4 




RN 402734-99-0 CAPLUS 

CN 2-Morpholinone, 4- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 
( cyclopentyloxy ) -6-quinazolinyl] oxy] butyl] -6-methyl- , ( 6R) - 
INDEX NAME) 



(9CI) (CA 



Absolute stereochemistry. 



09/938,235 




RN 402735-01-7 CAPLUS 

CN 2-Morpholinone, 4- [ 3- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7-methoxy 
quinazolinyl] oxy] propyl] -6-methyl-, (6S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeO. 



Me, 




(CH2)3 




RN 402735-02-8 CAPLUS 

CN 2-Morpholinone, 4-[3-[[4-[ ( 3-chloro-4-f luorophenyl ) amino] -7-methoxy 
quinazolinyl] oxy] propyl] -5, 5-dimethyl- (9CI) (CA INDEX NAME) 



Me Me Me0 
N (CH2) 3"0 





CI 



09/938,235 



RN 402735-03-9 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7-methoxy-6- 
quinazolinyl] oxy] ethyl] -6-methyl-, (6S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




F 



CI 



RN 402735-06-2 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [ 4- [ { 3-chloro-4-f luorophenyl ) amino] -7-methoxy-6- 
quinazolinyl]oxy]ethyl]-6,6-dimethyl- (9CI) (CA INDEX NAME) 




RN 402735-08-4 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [ [ (3R) - 

tetrahydro-3-furanyl] oxy] -6-quinazolinyl] oxy] ethyl] -6, 6-dimethyl- ( 9CI ) 
(CA INDEX NAME) 



Absolute stereochemistry. 



09/938,235 




RN 402735-09-5 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [ [ (2R) - 

tetrahydro-2-furanyl] methoxy] -6-quinazolinyl] oxy] ethyl] -6, 6-dimethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 402735-11-9 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- [ [ (3S) - 

tetrahydro-3-furanyl] oxy] -7-quinazolinyl] oxy] ethyl] -6, 6-dimethyl- ( 9CI ) 
(CA INDEX NAME) 



Absolute stereochemistry. 



09/938,235 



Me 




RN 402735-13-1 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- [ [ (3S) - 

tetrahydro-3-furanyl]methoxy] -7-quinazolinyl] oxy] ethyl] -6, 6-dimethyl- 
(9CI) (CA INDEX NAME) 
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OTHER SOURCE(S): MARPAT 135:303907 

GI 




AB Title compds. [I; X = NCN, N; Rl - H, alkyl; R2 = (substituted) Ph, PhCH2, 
PhCH2CH2; R3 - H, alkyl; R4 = H, alkoxy, cycloalkoxy, cycloalkylalkoxy ; A 
= (substituted) vinylene; B = bond, ( f luoro) alkylene; D = substituted 
pyrrolidinyl, piperidinyl, piperazinyl, etc.], were prepared Thus, 
4- [ (3-chloro-4-fluorophenyl) amino] -6- [ [4- (piperazin-l-yl ) -l-oxo-2-buten-l- 
yl] amino] -7-cyclopropylmethoxyquinazoline (preparation given) in THF was 
treated with Et3N and then with 3-bromodihydrof uran-2-one in THF under ice 
cooling followed by stirring for 48 h at room temperature to give 56% 
4- [ (3-chloro-4-fluorophenyl) amino] -6- [ [4- [4- (2-oxotetrahydrofuran-3- 
yl) piperazin-l-yl] -l-oxo-2-buten-l-yl] amino] -7- 

cyclopropylmethoxyquinazoline. The latter inhibited epidermal growth 
factor (EGF) -dependent proliferation of F/L-HERc cells with IC50 =0.05 
nM. 

IT 365532-49-6P 367282-23-3P 367282-25-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of quinazolines as inhibitors of epidermal growth 

factor-mediated signal transduction) 



09/938,235 



RN 365532-49-6 CAPLUS 

CN 2-Butenamide, N-[4-[ ( 3-chloro-4-fluorophenyl) amino] -7- ( cyclopropylmethoxy) 
6-quinazolinyl] -4- [4- [ (2, 2-dimethyl-6-oxo-4-morpholinyl ) methyl] -1- 
piperidinyl]- (9CI) (CA INDEX NAME) 



Me 




N CH2 



Me 




CH2-CH 




RN 367282-23-3 CAPLUS 

CN 2-Butenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) 
6-quinazolinyl] -4- [4- (2-oxo-4-morpholinyl ) -1-piperidinyl] - (9CI) (CA 
INDEX NAME) 




CH2-CH 




RN 367282-25-5 CAPLUS 

CN 2-Butenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) 
6-quinazolinyl] -4- [4- [ (2R) -2-methyl-6-oxo-4-morpholinyl ] -1-piperidinyl] - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 
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AB Bicyclic heterocycles I [X = N, CCN; R = substituted NH2 ; Rl = H, alkyl; 
R2 = acyl; R3 = H, (un) substituted alkoxy, cycloalkoxy, 
tetrahydrof uranyloxy, tetrahydropyranyloxy, tetrahydrof uranylmethoxy, 
tetrahydropyranylmethoxy] were prepared for use as inhibitors of tyrosine 
kinase-mediated signal transduction for treatment of tumors and diseases 
of the lung and airway. Thus, 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7-f luoro- 
6-nitroquinazoline was treated with cyclopropylmethanol, followed by reduction 
to the amine, reaction with 4-bromocrotonic acid and N-tert.- 
butoxycarbonylpiperazine, and deblocking to give the quinazoline II. II 
had an IC50 for inhibition of epidermal growth factor dependent 
proliferation of 0.05 nM. 

IT 365532-49-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of bicyclic heterocycles as inhibitors of epidermal growth 
factor receptor mediated signal transduction) 
RN 365532-49-6 CAPLUS 

CN 2-Butenamide, N-[4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] -4- [4- [ (2, 2-dimethyl-6-oxo-4-morpholinyl ) methyl] -1- 
piperidinyl] - (9CI) (CA INDEX NAME) 
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N R3 







O 1 


R4 



A — B 



^C — D 




OMe 



OMe 



II 



AB The invention relates to bicyclic heterocyclic compds . I [Rl = H, alkyl; 

R2 = (un) substituted Ph, CH2Ph, or CH(Me)Ph; R3, R4 = H, F, CI, OMe, or Me 
optionally substituted by OMe, NMe2, NEt2 , pyrrolidino, piperidino, or 
morpholino; X = N or C(CN); A = O, NH, (un) substituted alkylene, 
O-alkylene, NH-alkylene, O-cycloalkylene, etc.; B = (un) substituted 
amine-containing sidechain, piperazino, alkyleneimino, morpholino, etc.; or AB 
= H, F, CI, alkoxy, amino, etc. ; C = groups similar to A; D = groups 
similar to B; with a variety of provisos] and their tautomers, 
stereoisomers, and salts, and particularly their physiol. acceptable salts 
with inorg. or organic acids or bases. The compds, have valuable Pharmacol, 
properties, particularly an inhibitory effect on signal transduction 
mediated by tyrosine kinases, and are useful in treating diseases, 
particularly tumor diseases, and diseases of the lung and airways. Over 
20 compds. were prepared, and over 200 are listed. For instance, alkylation 
of 4- ( 3-chloro-4-f luorophenylamino ) -6- [3- ( 1-piperazinyl ) propyloxy] -7- 
methoxyquinazoline (preparation given) by Me bromoacetate gave 51% title 

compound 

II. The latter compound inhibited EGF-dependent proliferation of F/L-HERc 
cells in vitro, with an IC50 of 46 nM. 
IT 295330-30-2P, 4-[ (3-Chloro-4-f luorophenyl) amino] -6-cyclopentyloxy- 
7- [2- ( 6, 6-dimethyl-2-oxomorpholin-4-yl ) ethoxy] quinazoline 
295330-32-4P, 4- [ ( 3-Bromophenyl ) amino] -6- [2- (6, 6-dimethyl-2- 
oxomorpholin-4-yl ) ethoxy] -7-methoxyquinazoline 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 



09/938,235 



(drug candidate; preparation of quinazoline derivs . and other bicyclic 
heterocycles as tyrosine kinase inhibitors) 
RN 295330-30-2 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -6- 

1 (cyclopentyloxy) -7-quinazolinyl] oxy] ethyl] -6, 6-dimethyl- (9CI) (CA INDEX 
NAME) 




RN 295330-32-4 CAPLUS 

CN 2-Morpholinone, 4- [2- [ [4- [ ( 3-bromophenyl ) amino] -7-methoxy-6- 
quinazolinyl] oxy] ethyl] -6, 6-dimethyl- ' (9CI) (CA INDEX NAME) 
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AB Title compds. [I; Rl = H, Cl-C4-alkyl; R2 = (un) substituted Ph, benzyl, 

1-phenylethyl; R3, R4 independently = H, F, Cl, CH30, CH30CH2, (CH3)2NCH2, 
(CH3CH2) 2NCH2, pyrrolidine, piperidino, morpholino; X = C(CN), N; A = O, 
NH, (C1-C4) -alkylN; B - CO, S02; C = 1 , 3-allenylene, 1, 1-vinylene, 
1, 2-vinylene, 1, 3-butadien-l, 4-ylene, with CH3, CF3 substitution; D = 
alkylene, CO-alkylene, S02-alkylene ; CO, S02 ; E - HOCO ( CH2 ) nNR5 , 
(HO)2P(:0) (CH2)nNR5; n = 1-6; R5 = H,' alkyl] , tautomers, stereoisomers, 
and physiol. acceptable salts are prepared and having valuable pharmacol. 
properties, particularly an inhibiting effect on signal transduction 
mediated by tyrosine kinases. Title compds. are useful for treating 
tumoral diseases, diseases of the lungs and respiratory tract. Thus, the 
title compound II was prepared and tested by Cell Titer 96TM Aqueous 
Nonradioactive Cell Proliferation Assay. 

IT 290302-25-9P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of aminoquinazoline and aminoquinoline derivs. having an 
inhibitory effect on signal transduction mediated by tyrosine kinases 
useful for treating tumoral diseases, lung and respiratory tract 
diseases ) 
RN 290302-25-9 CAPLUS 

CN 2-Butenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] -4- (2-oxo-4-morpholinyl) - (9CI) (CA INDEX NAME) 



09/938,235 




IT 290301-98-3P 290302-51-1P 290302-53-3P 
290303-02-5P 290303-03-6P 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 

study); PREP (Preparation); USES (Uses) 

(preparation of aminoquinazoline and aminoquinoline derivs . having an 
inhibitory effect on signal transduction mediated by tyrosine kinases 
useful for treating tumoral diseases, lung and respiratory tract 
diseases) 
RN 290301-98-3 CAPLUS 

CN 2-Butenamide, N-[4-[ ( 3-bromophenyl ) amino] -7-methoxy-6-quinazolinyl] -4- ( 2- 
oxo-4-morpholinyl) - (9CI) (CA INDEX NAME) 




RN 290302-51-1 CAPLUS 

CN 2-Butenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy) - 
6-quinazolinyl] -4- ( 5 , 5-dimethyl-2-oxo-4-morpholinyl ) - (9CI) (CA INDEX 
NAME) 
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0 




RN 290302-53-3 CAPLUS 

CN 2-Butenamide, N-[4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy) - 
6-quinazolinyl] -4- (5-methyl-2-oxo-4-morpholinyl) - (9CI) (CA INDEX NAME) 




RN 290303-02-5 CAPLUS 

CN 2-Butenamide, N-[4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy) - 
6-quinazolinyl] -4- ( 2 , 2-dimethyl-6-oxo-4-morpholinyl ) - ( 9CI ) (CA INDEX 
NAME) 



Me Me 




RN 290303-03-6 CAPLUS 

CN 2-Butenamide, N- [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) - 



09/938,235 



6-quinazolinyl] -4- [ ( 3R) -3-methyl-2-oxo-4-morpholinyl ] - ( 9CI ) ( CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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